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Applicant's or agent's file reference 
4300.014510 


FOR FURTHER ACTION See paragraphs 1 and 4 below 


International application No. 
PCT/US03/ 12324 


International filing date 
{day /month/year) 

2 1 April 2003 (2 1 .04.2003) 


Applicant 

UNIVERSITY OF FLORIDA 



□ 
□ 



The applicant is hereby notified that the international search report has been established and is transmitted herewith. 
Filing of amendments and statement under Article 19: 

The applicant is entitled, if he so wishes, to amend the claims of the international application (see Rule 46): 

When? The time limit for riling such amendments is normally two months from the date of transmittal of the 
international search report. 

Where? Directly to the International Bureau of WIPO, 34, chemin des Colombettes 
1211 Geneva 20, Switzerland, Facsimile No.: (41-22) 740.14.35 

For more detailed instructions, see the notes on the accompanying sheet. 

The applicant is hereby notified that no international search report will be established and that the declaration under 
Article 17(2) (a) to that effect is transmitted herewith. 

With regard to the protest against payment of (an) additional fee(s) under Rule 40.2, the applicant is notified that: 

the protest together with the decision thereon has been transmitted to the International Bureau together with the 
applicant's request to forward the texts of both the protest and the decision thereon to the designated Offices, 
no decision has been made yet on the protest; the applicant will be notified as soon as a decision is made. 



Shortly after 18 months from the priority date, the international application will be published by the International Bureau. If the 
applicant wishes to avoid or postpone publication, a notice of withdrawal of the international application, or of the priority claim, must 
reach the International Bureau as provided in Rules 90 bis. 1 and 90 bis .3, respectively, before the completion of the technical 
preparations for international publication. 

Within 19 months from the priority date, but only in respect of some designated Offices, a demand for international preliminary 
examination must be filed if the applicant wishes to postpone the entry into the national phase until 30 months from the priority date 
(in some Offices even later); otherwise the applicant must, within 20 months from the priority date, perform the prescribed acts for 
entry into the national phase before those designated Offices. 

In respect of other designated Offices, the time limit of 30 months (or later) will apply even if no demand is filed within 19 months. 

See the Annex to Form PCT/IB/301 and, for details about the applicable time limits, Office by Office, see the PCT Applicant's Guide, 
Volume II, National Chapters and the WIPO Internet site. 
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Commissioner for Patents 
P.O. Box 1450 

Alexandria, Virginia 22313-1450 
Facsimile No. (703)305-3230 



Authorized officer 
Scott D. Priebe 



Telephone No. (703) 308^0196 
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INTERNATIONAL SEARCH REPORT 
(PCT Article 18 and Rules 43 and 44) 



Applicant's or agent's file reference 
4300.014510 


FOR FURTHER 
ACTION 


see Notification of Transmittal of International Search Report 
(Form PCT/ IS A/220) as well as, where applicable, item 5 
below. 


International application No. 
PCT/US03/ 12324 


International filing date {day /monthly ear) 
2 1 April 2003 (2 1 .04.2003) 


(Earliest) Priority Date {day /month/year) 
19 April 2002 (19.04.2002) 


Applicant 

UNIVERSITY OF FLORIDA 



This international search report has been prepared by this International Searching Authority and is transmitted to the 
applicant according to Article 18. A copy is being transmitted to the International Bureau. 

This inte rnati onal search report consists of a total of ^ sheets. 

It is also accompanied by a copy of each prior art document cited in this report. 



Basis of the Report 

a. With regard to the language, the international search was carried out on the basis of the international application in the 
language in which it was filed, unless otherwise indicated under this item. 

the international search was carried out on the basis of a translation of the international application furnished to this 
Authority (Rule 23. 1(b)). 

With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
search was carried out on the basis of the sequence listing: 

contained in the international application in written form. 

filed together with the international application in computer readable form. 

furnished subsequently to this Authority in written form. 

furnished subsequendy to this Authority in computer readable form. 

the statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

the statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 

Certain claims were found unsearchable (See Box I) . 

Unity of invention is lacking (See Box II). 
With regard to the title, 

[X] the text is approved as submitted by the applicant. 

the text has been established by this Authority to read as follows: 



□ 



□ 
□ 
□ 
□ 
□ 

□ 



With regard to the abstract, 

1X1 the text is approved as submitted by the applicant. 

the text has been established, according to Rule 38.2(b), by this Authority as it appears in Box III. The applicant 
may, within one month from the date of mailing of this international search report, submit comments to this 
Authority. 

The figure of the drawings to be published with the abstract is Figure No. 

as suggested by the applicant. None of the figures 

□ 

because the applicant failed to suggest a figure. 

□ 

because this figure better characterizes the invention. 



Form PCT/ISA/210 (first sheet) (July 1998) 



INTERNATIONAL SEARCH REPORT 




International application No. 
PCT/US03/ 12324 



A. CLASSIFICATION OF SUBJECT MATTER 

IPC(7) : A61K 48/00; C12N 15/15, 15/19. 15/85. 15/864 

US CL 424/93.2. 93.2 1 ; 435/320. 1 

According to International Patent Classification (IPC) or to both national classification and IPC 



B. 



FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 
U.S. : 424/93.2. 93.21; 435/320. 1 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
Please See Continuation Sheet 



DOCUMENTS CONSIDERED TO BE RELEVANT 



Category : 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



X 
Y 
A, X 
Y 



X 
Y 



WO 99/055564 A 1 (UNIVERSITY OF FLORIDA) 04 November 1999 (04. 1 1 .99). page 
2. lines 22-31; pages 7-1 1; pages 21-25; Figures 1, 15-25. 



KAPTURCZAKet al. Adeno- associated virus (AAV) as a vehicle for therapeutic gene 
delivery: Improvements in vector design and viral production enhance potential to prolong 
graft survival in pancreatic islet cell transplantation for the reversal of type 1 diabetes. 
Current Molecular Medicine. May 2001, Vol. 1. No. 2, pages 245-258, see entire 
document, especially page 25 1 . 

SONG et al. Sustained secretion of human alpha- 1 -antitrypsin from murine muscle 
transduced with adeno- associated virus vectors. Proceedings of the National Academy of 
Sciences USA. November 1998, Vol. 95, pages 14384-14388, see entire document. 

FLOTTE et al. Efficient ex vivo transduction of pancreatic islet cells with recombinant 
adeno-associated virus vectors. Diabetes. March 2001, Vol. 50, No. 3, pages 515-520. 



1-7. 9, 11-13, 15, 17- 
26, 28-42 

8, 10. 14, 16, 27. 
1-7. 15-26, 28-42 

8-14 



1, 3,7,9, 12, 13, 15- 
21,24-26, 28-30, 32- 
37 

1-3, 5-7, 9, 11-13, 15- 
26. 28. 29. 32 

33-42 



Further documents are listed in the continuation of Box C. 



□ 



See patent family annex. 



* Special categories of cited documents: 

"A" document defining the general state of the art which is not considered to be 
of particular relevance 

"E" earlier application or patent published on or after the international filing date 

"L" document which may throw doubts on priority cUim(s) or which is cited to 
establish the publication date of another citation or other special reason (as 
specified) 

"O* document referring to an oral disclosure, use, exhibition or other means 

"P" document published prior to the international filing date but later than the 
priority date claimed 



-X" 



•Y" 



later document published after the international filing date or priority 
date and not in conflict with the application but cited to understand the 
principle or theory underlying the invention 

document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive step 
when the document is taken alone 

document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvious to a pen on skilled in the art 

document member of the same patent family 



Date of the actual completion of the international search 
20 August 2003 (20.08.2003) 



Date c^mgHing trf 0e ij\ 



onal search report 



Telephone No. (703^308-0196 C^7/V7 



Name and mailing address of the ISA/US 
Mail Stop PCT, Attn: ISAVUS 
Commissioner for Patents 
P.O. Box 1450 

Alexandria, Virginia 22313-1450 
Facsimile No. (703)305-3230 



Authorized officer 
Scott D. Priebe 



Form PCT/ISA/210 (second sheet) (July 1998) 
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INTERNATIONAL SEARCH REPORT 



PCT/US03/ 12324 



C. (Continuation) DOCUMENTS CONSIDERED TO BE RELEVANT 



Category ' 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



P,X 

P,X 
P, Y 



SONG et al. Stable therapeutic serum levels of human alph- 1 -antitrypsin (AAT) after 
portal vein injection of recombinant adeno- associated virus (rAAV) vectors. Gene 
Therapy. September 2001, Vol. 8, pages 1299-1306, see entire document. 

GOUDY et al. Adeno- associated virus vecotr-mediated IL- 10 gene delivery prevents type 1 
diabetes in NOD mice. Proceedings of the National Academy of Sciences USA. 20 
November 2001, Vol. 98, No. 24, pages 13913-13918, see entire document. 

US 6, 136,597 A (HOPE et al.) 24 October 2000 (24. 10.2000), col. 2. lines 50-67; col. 10, 
lines 1-9; col. 14, lines 5-22 and 53-63; col. 18, lines 6-32; col. 32, claim 11. 

APPARAILLY et al. Tetracycline- inducible interleukin-10 gene transfer mediated by an 
adeno- associated virus: application to experimental arthritis. Human Gene Therapy. 01 
July 2002, Vol. 13, No. 10, pages 1 179-1 188, see entire document. 

YANG et al. Suppression of autoimmune diabetes by viral IL-10 gene transfer. Journal of 
Immunology. 2002, Vol. 168, pages 6479-6485, see entire document. 

MAH et al. Improved method of recombinant AAV2 delivery for systemic targeted gene 
delivery. Molecular Therapy. July 2002, Vol. 6, No. 1, pages 106-112, see entire 
document. 



1, 3, 7, 9, 12, 13, 15- 
21,24-26, 28-30, 32- 
37 

1-3,5-7, 9, 11-13, 
15-26, 28, 29-42 



13 



1-3, 5-7, 9, 13, 15- 
26, 28-37 



1-3,5-7, 9, 11-13, 
15-26, 28, 29-42 

27 
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INTERNATIONAL SEARCH REPORT 



Continuation of B. FIELDS SEARCHED Item 3: 

USPT, PGPB, DERWENT, MEDLINE, EMBASE, BIOSIS, CAPLUS, SCISEARCH 

search terms: AAV, a deno- associated, diabetes, pancreas, islet, interleukin, IL, ac tin promoter, woodchuck, cytokine, AAT, 
antitrypsin, Atkinson M, Flotte T 



Form PCT/ISA/210 (second sheet) (July 1998) 



BEST AVAILABLE COPY 



NOTTS TO FORM PCT/1SA/220 



hi^J^J 4 ^ J* lcooed 10 ^*»c uuiruoioru ooootnung the film* of ^"^^^ Ani - 

Notes .re based on the requirement* of the P. lent Cooperiuon Treaty tod ofU* RefuUuon* •arfSe aSSL^^T^ 
£ Ulta "*2? D ? C : tt V TK " r ^ <=»~ of d,,crer*nc7 between these Notes mod those requu«K»«* ^uW^!1^w? 
For more detailed .rrformauon, ue ilso the PCT Ap^Kam i Guide, a pubJicauoo ofwTK^ ^ «PP«ic.b!e. 



lo these Nolo, "Article;, -Rule" tod -Section- re/cr 10 iheptov^ooiof locPCT, (he 
— ■ ( respectively. 



Toe 



and the PCT 




INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19 
•Scot fc« 



^^JJNi— • iteit tat *^mL v .i 1 hub or ^Mteiai v ■ TSZtt *r*iEk££ 



The 1 



Where a « 



ay only be Qlod with the _ 
I Searching Authority (Rule 46.2). 



iliac one ** «o« cotife claim, by adding < 
<tc rltam aa Qed. 



aod oot with the memo* 
Ood, see below. 




to each sheet of Che < 
orifmelty filed. 

All the datma appearing « • repUcement aheet must be oumbcrvd in Afibic numer 
c an celle d, no icrsunsbenng of the otfaet claims it required. Ia aliases where claims arc 1 
be renumbered oo nae cu tively (AdminiattauVe Instructions, Section 205(b)). 



Where a da* 



Whott 



esaaaaits mavtVtuy occocapaoy the aem«*4mcats ? 

Letter (Section 205(b)): 
The amendments must be aubmitxed with a letter. 

The letter will oot be published with The international appticauon tod the amended claims U __ 
oon/ounded with the -Statement under Arude 19< l)" (ue below, under 'Statement under Article 
The letter muse indicate one differences .between the daim* asiiled and the d attni aa arnennod 
parocnU r, indicate, m connecoon with each darm appearing urthe international tppttcatkm (HbeaTtr 
mat •denocsl mdicaoans concern ing several dauns may be grouped), whether 

(t) the da 1 m is unchanged. 

(u) the cUimiictoocllcd; 

(111) ibcdiimuocw; 

(ivi o>e clum rrplaaes one ot mere o» r^u 13 f.iexi. 
( v ) ibe diuu 11 ihc result o( me <Li vuioc c( t ciiun ts CucC. 



not be 

WOW 
it 



ia 



Note* to Form PCT/1SA/LZ0 (first ibeei) ( Juiy 1992) 



BEST AVAILABLE COPY 



NOTES TO FORM PCT/ISA,'220 (continued) 

The follow tog eitnpla Illustrate tbc a«oa<r In which amendments must be explained In the 
accoeapaaylog letter: 



I fWbcre originally there were 48 claims and after ■ me a d meat of tome daims there tic 5 1 k 

"Oiinu i to 29, 31. 32, 34, 35, 37 to 43 replaced by amended da tens bearing the same numbers; 
claims 30. 33 and 34 unchanged; new claims 49 to Si added.* 

2. (Where originally there were 15 claims and after amendment of all claims there are 11): 
"Claims 1 to 15 replaced by amended claims 1 to 11." 



3. [Where originally there were 14 claims and the ■mcodmrnts consist m oinceJhr^ some daims and in adding 
new daims): 

"Claims 1 to 6 aad 14 unchanged; daims 7 to 13 cancelled; new daims 15, 16 and 17 1 
1 7 to U ctaaotllsd; new deans 15, 16 aad 17 added; ail other daia 



4 ^HCUrmV?^ 

14; daim 17 subdivided inso amended daims 15, 14 and 17; new daims 20 nod 21 oddc 



- Article 1*1)- (TUle 46.4) 




The amendments must be made in the language in which the mutational application is pubtaafaed, The letter 
and any abatement acoompanyuig the amendments must be in the same Uogtatgcanme maeanatjqonl application 
if that language as English or French; other wise , it must be in English or French, at the choice of the applicant. 



af a deaaaad for mterauttaoaal preliminary examination ha* already 



If, at the time of Cling any amendments under Arudc 19, a demand far aateruabonal 
has aircafo been sm^rniqcd» 

Intern s t a oonl Bums, also file a copy of such amendments with the 
Authority (tee Rule 62J<a), Gist sentence). 




Conacqwanca with reamrd to tranalattoo of the mternacsoaal application for entry aato the national phnae ? 

The appL want's attention a drawn to the fact that, wfeere upon entry into the oaoonal phase, a translation of the 
daims as amended under Article 19 may have to be furnished to (he dcaigiuted/decsed Offices, instead of, or 
in addition to, the translaoon of the daims as filed. 



For funix* details on the roquircmeau of cw^ da »r>»tc<l/ elects OfBc^ *oc Volume II of the PCT Applies ail 

Guide. 



Note* to Form PCT.1SA120 (iooood iboct) (July 



